Clinical evaluation of interferon-gamma treatment to chronic granulomatous disease patients with splice site mutations.
IFN-gamma dependent increase of superoxide production by neutrophils was observed in three patients with Chronic Granulomatous disease from one family. The patients have the gp91-phox defect due to a splicing abnormality derived from a silent mutation adjacent to the third intron of CYBB gene. Apparent differences of splicing pattern of CYBB gene transcripts in patients' neutrophils were detected between 1 and 25 days after administration of IFN-gamma. Furthermore, the transcript containing all missing exons could be detected in all specimens after the treatment. The changes of splicing pattern in the transcripts and prolonged effect on superoxide generating ability of patients' neutrophils indicate that IFN-gamma induced an ability to correct abnormal splicing of CYBB gene transcripts in progenitor cells at least in part.